Induction of tumor necrosis factor in a murine tumor by systemic administration of a novel synthetic lipid A analogue, ONO-4007.
The effect of a novel synthetic lipid A analogue, ONO-4007, on tumor necrosis factor (TNF) production was investigated in normal and tumor-bearing mice. When vehicle was administered to normal mice, slight TNF activity was detected in some organs, but more TNF activity was detected in spleen, liver, lung, kidney, and serum when ONO-4007 (300 micrograms/mouse) was administered. When vehicle was given to tumor bearers, on the other hand, little TNF was detected in most organs, but when ONO-4007 was given, more TNF was produced in many organs, particularly spleen, liver, and tumor tissue. TNF production of spleen and liver reached a maximum 1-2 h after ONO-4007 injection and then decreased rapidly, but that of tumor remained high for at least 6 h after administration. When mice were pretreated with dexamethasone, TNF activity of normal organs were completely inhibited, but that of tumor was only partially decreased. We have shown that ONO-4007 causes rapid, definite growth inhibition of solid tumor, and speculate that long-sustained intratumoral TNF is the main cause of this beneficial anti-tumor effect. We report here that ONO-4007 can induce TNF in tumor locus, and its utilization may offer a new therapeutic method.